Forward titrations of HSD121 into c-MYC WT demonstrated a modest affinity (-6 .70 kcal*mol -1 ) driven by a moderate enthalpic contribution (-6 .92 kcal*mol -1 ) against a small entropic penalty (0.22 kcal*mol -1 ). Forward titrations of HSD121 into c-MYC 1-6-1 demonstrated a modest affinity (-5 .87 kcal*mol -1 ) driven by a large enthalpic contribution (-14.15 kcal*mol -1 ) against a moderate entropic penalty (8.82 kcal*mol -1 ). Forward titrations of HSD121 into KRAS 6-4-4 demonstrated a modest affinity (-6 .77 kcal*mol -1 ) driven by a moderate enthalpic contribution (-4.21 kcal*mol -1 ) with the help of a small entropic contribution (-2.32 kcal*mol -1 ). Forward titrations of HSD121 into KRAS 6-4-5 demonstrated a modest affinity (-6 .77 kcal*mol -1 ) driven by a moderate entropic contribution (-5 .94 kcal*mol -1 ) with a small enthalpic contribution (-0.83 kcal*mol -1 ). Forward titrations of HSD121 into 25 bp Duplex demonstrated a modest affinity (-6.75 kcal*mol -1 ) driven by a moderate entropic contribution (-5.71 kcal*mol -1 ) with a small enthalpic contribution (-0.83 kcal*mol -1 ).
Reverse titrations of the HSD121A and HSD122A ligands were required due to the low solubility in the K + Acetate buffer. Serial dilutions were utilized to determine that all ligands were soluble at concentrations of 30 µM. Heats generated from the injection of Stock G4-DNA into the dilute ligand was found to be very small for this series and did not result in curvature. The thermogram and integrated injection heats are found below.
Preliminary CD titrations of HSD121 into c-MYC 1-2-1 demonstrated attenuation in molar ellipticity in the 260 nm range which corresponds to parallel G-quadruplex character. 
Supplemental experimental procedures Synthesis
General Considerations: All reagents and solvents were purchased from commercial sources and used as received, unless otherwise noted. The 1 H and 13 C NMR spectra were obtained in DMSO as solvent using a 500 MHz spectrometer with tetramethylsilane as an internal standard. Chemical shifts are reported in parts per million (δ). Data for 1 H NMR spectra are reported as follows: chemical shift (δ ppm) (multiplicity, coupling constant (Hz), integration). Peak multiplicities are reported as follows: s = singlet, d = doublet, t = triplet, q = quartet, m = multiplet, or combinations thereof. Using electron spray ionization (ESI) technique and a TOF mass analyzer, high resolution mass spectra (HRMS) were obtained. All the new synthesized compounds were characterized by 1 H NMR, 13 C NMR, and HRMS data.
Synthesis of [1,1':3',1''-Terphenyl]-4,4''-dicarbonitrile (121B)
1,3-Dibromobenzene (6 mmol) and tetrakis(triphenylphosphine)palladium(0) (10 mol%) in DME (15 mL) was stirred for half an hour at room temperature under argon. After that 4-cyanophenylboronic acid (12.2 mmol) and sodium carbonate aqueous solution (10%, 10 mL) was added and reaction was refluxed for 12 hour under argon. After completion of reaction, 50 mL ethyl acetate was added and extracted with ethyl acetate (50 mL X 2) and water (20 mL X 2). Organic layer washed with brine and dried over sodium sulfate, concentrated under reduced pressure followed by purification using hexane/ ethyl acetate (60:40) silica gel flash column chromatography. Off-white solid, 70% yield. 1 H NMR (500 MHz, DMSO-d 6 ) δ 8.09 -7.84 (m, 9H), 7.80 -7.75 (m, 2H), 7.61 (tt, J = 7.6, 3.5 Hz, 1H). 13 Potassium tert-butoxide (20 mmol) was added to a solution of hydroxyl amine hydrochloride (10 mmol) in DMSO in portion wise and the mixture was continued to stirred for an hour. After that compound 121B (1mmol) was added and the mixture was continued to stir at room temperature for overnight. After completion, ice water was added and the resultant solid was filtered out and washed with water. Solid was dried and recrystallized to get the desired product. 
4,4'-(1H-1,2,3-Triazole-1,4-diyl)dibenzonitrile (122B)
A solution of 4-ethynylbenzonitrile (1 mmol) and 4-azidobenzonitrile (1mmol) in 1:1 mixture of t-butanol and water (4 mL) was prepared. To the solution sodium ascorbate (0.1 mmol in 0.5 mL water) was added, followed by addition of Cu(II)So 4 . 5H 2 O (0.011 mmol) in water (1 mL) was added. The resulted mixture was stirred at 100 °C for overnight. After completion, water was added and the resulted solid was filtered, washed with water and dried to get the desired product. Orange solid, 85% yield. 1 
4-Cyano-N'-(4-cyanobenzoyl)benzohydrazide (123C)
A mixture of 4-cyanobenzohydrazide (1 mmol) and 4-cyanobenzoyl chloride (1 mmol) in pyridine (4 mL) was refluxed for 12h. After completion resulted solid was filtered and washed with ethanol and dried to get the desired product. Off-white solid, 95% yield. Compound 122C (0.5 mmol) was refluxed in POCl 3 (3 mL) for 12 hours. The precipitated solid was filtered. The resulted solid was added slowly to cold ethanol and again filtered to get desired pure product as solid. Off-white solid, 78%. 1 
